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AB Compds. I [A = H, halogen, R1NHCO; B = (A)n, R1NHCO, R1CONH; C = R2CONH, 
R2NHCO; L, M = H, (un) substituted alkyl or aryl , alkoxy, amino, 
alkylamino, halogen, hydroxy, nitro, cyano, trif luoromethyl , 
trif luoromethoxy, (un) substituted aminocarbonyl ; n = 1-4; Q, T, X, Z = C, 
N (one of Q, T, X, Z is N) / R = H, alkyl, benzyl, 4 -f luorobenzyl , 
(dialkylamino) alkyl; Rl, R2 = H, (un) substituted alkyl, cycloalkyl, Ph, 
naphthyl, heteroaryl] such as II are prepared as inhibitors of IgE-mediated 
immune response for the treatment of allergies (particularly asthma) and 
proliferative diseases such as cancer; I are also prepared to suppress 
cytokines and leukocytes. Amination of 2-chloro-3 

, 5-dinitropyridine , reduction of the 3-nitro group with ammonium sulfide, 
addition of 4-nitrobenzaldehyde, reduction of the nitro groups by hydrogenation 
with palladium on carbon, and acylation of the free amines with 
cyclohexanecarbonyl chloride yields II. Compds. of the invention suppress 
the IgE immune response by 50% at concns . between 100 \iM and 1 pM (no 
data). Methods for the preparation of the imidazopyridine invention compds. 
are also claimed. 
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AB This invention provides an isolated nucleic acid encoding a human MCH1 



receptor, a purified human MCH1 receptor, vectors comprising isolated 
nucleic acid encoding a human MCH1 receptor, cells comprising such 
vectors, antibodies directed to a human MCH1 receptor, nucleic 
acid probes useful for detecting nucleic acid encoding human MCH1 
receptors, antisense oligonucleotides complementary to unique sequences of 
nucleic acid encoding human MCH1 receptors, transgenic, nonhuman animals 
which express DNA encoding a normal or mutant human MCH1 

receptor, methods of isolating a human MCH1 receptor, methods of treating 
an abnormality that is linked to the activity of a human MCH1 receptor, as 
well as methods of determining binding of compds . to mammalian MCH1 receptors, 
This invention further provides a method of treating a subject suffering 
from urinary incontinence which comprises administering to the subject an 
amount of an MCH1 antagonist effective to treat the subject's urinary 
incontinence or overactive bladder. Various 4 -phenylpiperidine derivs., 
e.g (I), were synthesized and tested as human MCH1 receptor antagonists. 
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OTHER SOURCE (S) : MARPAT 137:232680 

AB Aryl- and heteroaryl substituted urea compds. (W 1 NHC ( : Y 1 ) N (R13 ) Z ' ; 1) 
useful in the treatment of diseases and conditions related to DNA 
damage or lesions in DNA replication are disclosed. In 1, W' is 
a six-membered aromatic ring containing at least 2 nitrogen atoms (e.g. 
pyrazinyl, pyrimidinyl, pyridazinyl, 1, 2 , 4-triazinyl , quinoxalinyl) and 
optionally substituted as defined in the claims, Z 1 is a five- or six 
membered aromatic or heteroarom. ring as defined in the claims, Y' is 0 or S. 
The first claim contains a much more general formula WX1C(:Y)X2Z (e.g. XI 



= null, 0, S, CH2, NR1; X2 = 0, S, NR1) but emphasis is on 1. Methods of 
making the compds., and their use as therapeutic agents, for example, in 
treating cancer and other diseases characterized by defects in DNA 
replication, chromosome segregation, or cell division also are described. 
Although the methods of preparation are not claimed, about 200 example prepns . 
are included. N- (2 -methoxy-5 -methylphenyl) -N 1 - (2 -pyrazinyl) urea and 
N- (4 -chloro-2 -methoxyphenyl) -N' - (2 -pyrazinyl ) urea enhanced the killing of 
various human cells by 5-f luorouracil from 2- to 10 -fold; in HeLa cells, 
these same compds. enhanced killing by irradiation 2-3 
fold, 
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USA 
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MARPAT 136:308539 
This application describes an antibody that specifically binds 
to a synthetic oligomer (e.g., an oligonucleotide or oligopeptide) having 
a organic protecting group covalently bound thereto, which antibody 
does not bind to that synthetic oligomer when the organic protecting group is 
not covalently bound thereto. Methods of making and using such 
antibodies are also disclosed, along with cells for making such 
antibodies and articles carrying immobilized oligomers that can be 
used in assay procedures with such antibodies. 
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AB Proteolipid subunits of vacuolar H+-ATPase (V-ATPase) as tumor antigens, 
use of antibodies and antisense oligonucleotides targeting those 
antigens as anticancer agent, and use of proton pump inhibitor as 
anticancer agent, are disclosed. Tumor antigen recognized by monoclonal 
antibody KCT-1 was isolated from thyroid cancer cell line TPC-1. 
The amino acid sequence of this antigen named SSY (S-l) was found match 
that of vacuolar H+-ATPase proteolipid subunit (ATP6F, c»' subunit) . The 
epitope of SSY antigen for KCT-1 antibody was determined SSY antigen 
was found to strongly expressed in all the cancers examined; thyroid cancer, 
breast cancer, stomach cancer, esophagus cancer (squamous cell carcinoma) , 
laryngeal cancer, colon cancer, rectal cancer, anal cancer, pancreatic 
cancer, lung cancer, renal cancer, bladder cancer, ovarian cancer, uterus 
cancer, cervical cancer, cunnus cancer, skin cancer, melanoma, central or 
peripheral nervous system cancer, gingival cancer, pharyngeal carcinoma, 
mediastinal tumor, liver cancer, bile duct cancer (cholangioma) , 
gallbladder cancer, renal pelvis tumor, ureter cancer, testicular cancer, 
fallopian tube cancer, vaginal cancer, sarcoma, leukemia, erythroleukemia, 
multiple myeloma, malignant lymphoma, and carcinosarcoma. CDNA for a 
mouse homolog was cloned. Intradermal, s.c, and oral administration of 
the antigen in mouse demonstrated antitumor activity and safety. 
Antitumor activity was also demonstrated by phosphorothioate antisense 
oligonucleotide. Various inhibitors of V-ATPase, H+/K+-ATPase , and H+/C1- 
symporter were found to have antitumor activity. 
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PUBLISHER: Nature Publishing Group 

DOCUMENT TYPE: Journal 
LANGUAGE : Engl i sh 

AB 1 The authors have examined the interaction of P2 antagonists with the human 
P2X7 receptor by studying their effect on 2' and 3'-0- 
benzoyl -benzoyl -ATP (DbATP) stimulated cellular 

accumulation of the fluorescent, DNA binding dye, YO-PRO-1 (MW = 
375 Da) . 2 In suspensions of HEK293 cells expressing human recombinant 
P2X7 receptors, DbATP produced time and concentration-dependent increases in 
YO-PRO-1 fluorescence. This response presumably reflects YO-PRO-1 entry 
through P2X7 receptor channels and binding to nucleic acids. When studies 
were performed in a NaCl-free, sucrose-containing buffer, full 
concentration- effect 

curves to DbATP could be constructed. 3 The P2 antagonists, 
pyridoxalphosphate-6-azophenyl-2 ' , 4 ■ -disulfonic acid (PPADS) and periodate 
oxidized ATP (oATP) , reduced the potency of DbATP and decreased its maximum 
response. 1- [N, 0-bis ( 1 , 5 -isoquinolinesulf onyl) -N-methyl -L-tyrosyl] -4- 
phenylpiperazine (KN62) and its analog, KN04, reduced the potency of 
DbATP. Schild slopes for KN62 and KN04 were shallow and exhibited a 
plateau at concns . of compound greater than 1 uM, indicating that these 
compds. were not competitive antagonists. 4 Calmidazolium and a 
monoclonal antibody to human P2X7 receptors attenuated 
DbATP -stimulated YO-PRO-1 accumulation but they were not competitive 
antagonists and only produced 2-3 fold decreases in 

the potency of DbATP. 5 The effects of PPADS and KN62 were partially 
reversible whereas those of oATP were not. PPADS protected cells against 



the irreversible antagonist effects of oATP suggesting a common site of 
action. In contrast KN62 was not effective suggesting that it may bind at 
a different site to oATP and PPADS. 6 This study has demonstrated that 
P2X7 receptor function can be quantified by measuring DbATP stimulated 
Y0-PR0-1 accumulation and has provided addnl . information about the 
interaction of P2 receptor antagonists with the human P2X7 receptor. 
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The terminal O-acetyltransf erase involved in vindoline 
biosynthesis defines a new class of proteins 
responsible for coenzyme A-dependent acyl transfer 
St-Pierre, Benoit; Laflamme, Pierre; Alarco, 
Anne -Marie; De Luca, Vincenzo 
Institut de Recherche en Biologie Vegetale, 
Departement de Sciences Biologiques, Universite de 
Montreal, Montreal, QC, H1X 2B2, Can. 
Plant Journal (1998), 14(6), 703-713 
CODEN: PLJUED; ISSN: 0960-7412 
Blackwell Science Ltd. 
Journal 
English 

The gene encoding acetyl CoA: deacetylvindoline 4 -O-acetyltransf erase (DAT) 
(EC 2.3.1.107) which catalyzes the last step in 

vindoline biosynthesis was isolated and characterized. The genomic clone 
encoded a 50-kDa polypeptide containing the sequences of nine tryptic 
fragments derived from the purified DAT heterodimer. However, cleavage of 
DAT protein to yield a heterodimer appears to be an artifact of the 
protein purification procedure, since the size of the protein (50 kDa) 
cross -reacting with anti-DAT antibody in seedlings and in leaves 
of various ages also corresponds to the size of the active recombinant 
enzyme. Studies with the intact plant and with developing seedlings 
showed that induction of DAT mRNA, protein accumulation and enzyme 
activity occurred preferentially in vindoline producing tissues such as 
leaves and cotyledons of light-treated etiolated seedlings. The ORF of 
DAT showed significant sequence identity to 19 other plant genes, whose 
biochem. functions were mostly unknown. The Mr of «50 kDa, a 
HXXXDG triad, and a DFGWGKP consensus sequence are highly conserved among 
the 2 0 plant genes and these criteria may be useful to identify this type 
of acyltransf erase . The involvement of some of these genes in 
epicuticular wax biosynthesis, f ruit-ripening and in benzoyl 
-transfer reactions indicates that the plant kingdom contains a 
superfamily of multifunctional acyltransf erases which operate by a 
reaction mechanism related to the ancient chloramphenicol 
O-acetyltransf erase and dihydrolipoyl acetyltransf erase class of enzymes. 
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AB There is now conclusive evidence that extracellular nucleotides acting via 
cell surface P2 receptors are important local modulators of bone cell 
function. Multiple subtypes of P2 receptors have been localized to bone, 
where their activation modulates multiple processes including osteoblast 
proliferation, osteoblast-mediated bone formation, and osteoclast 
formation and resorptive capacity. Locally released nucleotides also have 
been shown to sensitize surrounding cells to the action of systemic 
factors such as parathyroid hormone (PTH) . In nonskeletal tissue recent 
attention has focused on one particular P2 receptor, the P2X(7) receptor 
(previously termed P2Z) , and its ability to form nonselective aqueous 
pores in the plasma membrane on prolonged stimulation. Expression of this 
receptor originally was thought to be restricted to cells of hemopoietic 
origin, in which it has been implicated in cell fusion, apoptosis, and 
release of proinflammatory cytokines. However, recent reports have 
indicated expression of this receptor in cells of stromal origin. In this 
study, we investigated the expression of the P2X(7) receptor in two human 
osteosarcoma cell lines, as well as several populations of primary human 
bone-derived cells (HBDCs) at the levels of messenger RNA (mRNA) and 
protein. We found that there is a subpopulation of osteoblasts that 
expresses the P2X(7) receptor and that these receptors are functional as 
assessed by monitoring ethidium bromide uptake following pore formation. 
Inhibition of delayed lactate dehydrogenase (LDH) release in response to 
the specific agonist 2 ' , 3 ' - (4 -benzoyl) - 

benzoyl -adenosine triphosphate (BzATP) by the nonspecific P2X 
receptor antagonist PPADS confirmed a receptor-mediated event. After 
treatment with BzATP SaOS-2 cells exhibited dramatic morphological changes 
consistent with those observed after P2X (7) -mediated apoptosis in 
hemopoietic cells. Dual staining with terminal deoxynucleotidyl 
transf erase-mediated deoxyuridine triphosphate-biotin nick end labeling 
(TUNEL) and a P2X (7) -specif ic monoclonal antibody confirmed the 
induction of apoptosis in osteoblasts expressing the P2X(7) receptor. 
These data show for the first time the expression of functional P2X(7) 
receptors in a subpopulation of osteoblasts, activation of which can 
result in ATP-mediated apoptosis. 
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AB The benefit of chemotherapy in the treatment of advanced colorectal cancer 
has now been clearly demonstrated with several studies reporting 
advantages in terms of overall survival, quality of life and effective 
palliation following chemotherapy plus supportive care in comparison to 
supportive care alone. However, the survival benefit achieved with the 



current 5-f luorouracil (5-FU) -based regimens is modest and thus 
investigations are ongoing to identify more effective agents with novel 
mechanisms of action. The three new agents likely to have the greatest 
impact in the near future are the thymidylate synthase inhibitor ZD1694 
(Tomudex®) , the topoisomerase I inhibitor irinotecan (Campto®) and 
the new platinum compound, oxaliplatin (L-OHP®) . Promising response 
rates of 26 and 20% have been reported with ZD1694 in patients with 
advanced colorectal cancer in phase II and III studies, respectively. In a 
European phase II study, irinotecan has achieved response rates of 19% in 
chemotherapy-naive patients and 18% in pretreated patients with advanced 
disease, Oxaliplatin has mainly been investigated in combination with 
continuous infusion 5-FU, with response rates of 29-58%. Other agents 
currently in development include monoclonal antibodies (e.g. 
17-1A and MN-14) , protein synthesis inhibitors (e.g. RA 700) and 
angiogenesis inhibitors (e.g. PF 4) . 



